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which does not require an International preliminary examination (speclty): 
see separate sheet 

□ the description, claims or drawings {indicate particular elements beloWj or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specity): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



because: 
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1. Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



4 

1-3. 5-9. 15, 16 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



4 

10-14 



Industrial applicability (lA) 



Yes: 
No: 



Claims 
Claims 



1-10, 12. 15, 16 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and 
industrial applicability 

Claims 11,13 and 14 relate to subject-matter considered by this Authority to be 
covered by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4){a)(i) PCT). 

For the assessment of the above claims on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use In medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Reference is made to the following documents: 

D1 : FIGUEIREDO D ET AL.: 'Characterization of recombinant tetanus toxin 
derivatives suitable for vaccine development' INFECTION AND IMMUNITY, 
vol. 63, no. 8, August 1995 (1995-08), pages 3218-3221, XP0021 5 1794 

D2; HALPERN J L ET AL.: 'Characterization of the receptor-binding domain of 
tetanus toxin' JOURNAL OF BIOLOGICAL CHEMISTRY, vol. 268, no. 15, 25 
May 1993 (1993-05-25), pages 1 1 188-1 1 192, XP002151795 cited in the 
application 
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2. D1 discloses recombinant tetanus toxin derivatives suitable for vaccine 

development. Immunogenic derivatives of fragment C that have lost the ability to 
bind neurons and which lack C-terminal amino acids are described (e.g. TetC 1- 
180; TetC 1-271). 

The polypeptide of Claim 1 is defined as comprising fragment C or an 
immunogenic fragment thereof, wherein said fragment C (or immunogenic 
fragment thereof) comprises a mutation in a loop region, thus the mutation must 
not be limited to a loop region. 

The immunogenic mutants of D1 are also mutated within a loop region and exhibit 
reduced neuron binding. 

The subject-matter of Claims 1-3 and 5-9 is therefore anticipated by the teaching 
of D1 (Art. 33(2) PCT). 

Claims 10-14 are directed to a vaccine comprising a polypeptide of Claims 1-14, a 
polynucleotide according to Claim 5 or a vector according to Claim 6, methods of 
treating, preventing or reducing the susceptibility to C. tetani infection by 
administration of the polypeptide, polynucleotide or vector, the use thereof for 
preparing antibodies, a method for producing antibodies and a method of treating 
C. tetani infection by administration of said antibodies. The use of the fragment C 
derivatives of D1 for vaccine development, in particular of those derivatives that 
do not bind neurons is clearly suggested in D1 . The subject-matter of Claim 10-14 
therefore lacks the required inventive step (Art. 33(3) PCT). 

D2 describes the involvement of the carboxy-terminal half of heavy chain (C 
fragment) of tetanus toxin in ganglioside and neuron binding. 
Deletion of 10 or more C-terminal amino acids resulted in a complete loss of 
ganglioside binding. Deletion mutant Hcl-435 comprises deletion of at least one 
amino acid residue within a loop region (aa 1282). D2 is therefore novelty- 
destroying for the subject-matter of Claims 1-3, 5, 15 and 16. 

Claim 4 is directed to specific deletion mutants of TeNT fragment C, which have 
neither been disclosed nor rendered obvious in the cited documents. Novelty and 
inventive step of the subject-matter of Claim 4 are therefore acknowledged. 
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Re It m VIII 

Certain observations on the international application 

Claim 16 is directed to a polypeptide produced by the method of Claim 15. Claim 
15 is, however, not directed to a method of producing a polypeptide but concems 
a method for reducino the binding affinity of a TeNT fragment C polypeptide 
comprising modifying one or more amino acids of said polypeptide. Claim 16 is 
therefore not correctly dependent on Claim 15. It should also be noted that a 
polypeptide with reduced binding affinity to gangliosides in which one or more 
amino acids in a surface exposed loop region of TeNT fragment C are modified 
is already covered by Claim 1 . Claim 16 therefore appears to be redundant. 
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